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Hbil 



R 1 {±. 

(A) C00R2, CLCl-eR2{i. 

2) j^^mi~l 2<^ii:ilT;V/^;i'$yt:{ij^^ii:3~l 4 <^)^llftT;i-^;v 
Z-r3 , z:i'r:^ZliW.'^mm^. tfctiC tH2 t-^^^^^lS^*^-**^ 
ll^T;v^^>-e*«9> t {il ~6C0^^^^t^ R 3{i^^^3~l 2<7)vi^o 

T ;v ^ r 4 o 1 ~ 3 >l@T-fi^ $ tL^^R^^ z-^i2<Dm.m^y^^r}i'^ 

- (CH2CH2O) nCHs. C^-e. n(il~5<0^^^ 

^_^7^;v, 2-tfijv^;v. 3-t'Vv^;v> 4-ei;v^;K a--7U;K ^- 




(I) 
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5K-^;.XT^K> -CH = N-NH-C (=0) -NH2^ -NH-C (=0 
) -Ph. -NH-C (=0) -CH3^L<li-NH-C (=0) -NH2t:' 

-CtH2 tC00R4, ^c:-eCtH2 t> R ^ timiB^at::!^ C> 
-CtH2 tN (R4) 2^ CC-eCtH2 R 4 lituffi^^lCl^ 
-CH (r5) -C- (=0) -R6. ii'eR5{±7K*^fc{i^>vM;W R 
6ti7i^;K p--rn^7a.r:;v, p -^^ n a 7 a.^;v. p-if7^-;K p 

-CpH2p-W-R7. Wti-CH = CH-. -CH = CR7-tyt: 

(i_csc--e^»). R7(i7K#. ^^^i~3 0oii:iI^b<{i^ii^T;v^;v 
t/jiiij^^l^i-s 0<^r7;v^>>v-e$)«9, pjii-son^. tfviii. 
10) -CH (CH2OR8) 2 ^ ^^'eR8{±R^^i~3 0OT;v^;vt 

(B) -CH2OH . 

(C) -C (=0) N (R9) 2- 

c: ^-eR 9 ti7K^. 1-12 <7)itSftT;v^;v. ^mm ~ 1 2 o^iIiJt;^ 
^#^3-1 20v^nT;v^;v> j^^m4~i 3<7)->i^nT;v^;vr;v 

^VV, ffi^7i:=.;v (^Ld-C-mm^ti-tSS (A) 5) 

) ^ ^=1^7 _ 1 2<^T7;V'^;V$fc{i-S0 2 R ^ 0=Sr^t>L. R 1 0 (i^^ 

(i^-emmstiits (A) 5) <Dm^tnm) > ^^^7~i 2cdt9;v 

^)Uimt>L. 2 0(?)R9t±|WI-T-'J>^'S:o-CV>t:'b J:v>;&^ -:^75^^- S O 2 R 
1 0:gr^t>-r:^'^li^fe<^)R9{i-SO2R^ 0 'Cittj:\,>^<D tir^. ttUt^ 
(D) -CH2OTHP (THPJ±T-h7li Ki°Vi°9->'VS) 

- (CH2) m-- 
-CH=CH-CH2-. 
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-CH2-CH=CH-^ 

-CH2-O-CH2-. 
-CH = CH-^ 

-0-CH2-*^-t* 

Bti. -X-C (Rl 1) (Rl 2) ORl 3, dC-C. r1 ^ l,t:i^mtfz{t 

;^^^i ~4ot;v^;^-c^»). Ri3i±;jc^, ^mmi ~ 1 4<^tv;i-, 
^6~ 1 scorn-f x b^^i Kne^^;!/. -rb^t: Kn-79::^;v> 1 -J- 
> z^rz/j:,^)]^ tfzltt- 0 . 

-CH2-CH2-^ 
-CH = CH-^ ^fdfi 

^m^i~i 2<^E»t;v^;k Rmms-i 4(o^^r)i^^)i^. 

-Z-Ar2 ^c:-eZ{±#ria^^tC|lD. Ar 2}i-7i::^;K 

^_^-7^;i.^ ttzii'j^-^j:< ti^ im<7)^m. ^m. y^m. ^^^m. v^y)^ 

-CtH2 tORl4, ^C:'eCtH2 tfi^HS^^lClSIC. Rl4{i^^|^l 
-Q<D%m.r)^^J^. ^^^3~6<^)^ll!jT;l'^>'V> -7^^;v. ^J^-'Sr < ^ 11@ 

S/i^n^>^;K vi^n^^v^v^ t^iiti. j^^^l ~4 <^EMT;v^;k^ 1 ~ 
4 1i -eem $ ttyt: V n ^ V ^ L < V ^ n ^ V 
-Z-r3, Cd-eZ. R3{«fB^^tc|SID> 
_CtH2t-CH = C (Rl5) Rl6 , iT'C t H 2 t 
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6) -CuH2 u-C = C-R1 7, i u {i 1 ~ 7 <7)^m-e*> . CuH 
2 u tilSi^^ ^ < ti^'^"^^^^ t. R 1 7 tii^^^ 1 ~ 6 (DMmr)l^ 

1 5<?5Ta-r ;V'^t < {iR 2 (C »1T'R 2 {±*frlB^^l^|B] C) ^^t>L^ 
— ^^tid#:. l>J*:$yitid l#^^^-t] 

R 1 (i. C O O R 2 , 

1) - (CH2) m- 

2) -CH2-CH=CH- 

B{i. -X-C (Rl 1) (Rl2) 0Rl3 

c:ci-c% Rii. R 1 3 {i7X^-e* 0 . xt±> 

1) -CH = CH- 

2) -CsC--eab«?> 
R 1 2 

1) -Z-A r 2 

T;V^V>-C^0. tl±l~6<7>^^S:^U Ar 2{i7:c^;K a— 

2) -Z-r3 
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3) -CuH2u-C=C-Rl 7 

^^•eut±i-7<^^l^-ejb*3. CuH2 ufiiK^^*^-'*^'^"^^'^^ 
v>«:^*>t. Ri 7^i^^^l~6<^li:iIT;^4^;^^:^^•t■^iS^:®3IBm<^ 

[W^^6l mfB^n>^iJ^^^7Vv:^I^S#^3&^ ^n"/n;2.n> (ilop 
rost) > i.-KT'nXT-y — h V '^A (epoprostenol sodium) ^ 
^VV (carbacycin) . v:^?7'nxh (cicaprost) . J^-Z^'-Zaxh (eptapro 
St) . T^T'ny^h (at24)rost) ^ v7'n;^-r> (ciprostene) . :J'-7'a7.T-V 
(taprostene) , (clinprost) . -VT^nxh (nileprost) > 

^^-9--7-nXT-> (naxaprostene) ^ M^T'nX'f-— ;V (treprostinil) ^ t?^ 
}i^-fu:^V (pimilprost) . CS- 5 7 0. TY- 1 1 2 2 3. TTC 9 0 9. 

OP- 2 5 0 7 Tb^hm^mif)^hm^^ti^m^mit^M<^^^'^^o 

^^yv^K ';vy/u;K ^-t-tfT'v^v. v^>-f^v 

T-^Tt^T^u^v. ^i;>K'/';;v. •tJ.^vy; h7:j^K 

:^7IB^oii5^^Jo 

o 
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6/ 



n-if;!/^^, j-T^n-if^ViJ^v. ijyr^)\^^> vi'^-t-f-;v. >'n';V'9-;i/^ > 
>^ ^^v^-^-;^^^. >> EXP- 

3 174^ ■9-7'';■9-^^^>^ J^lJ■9-;^^>'^ V ti"'^--'^^^ ^"7 

r■9■;^^>^ y^^'^Ji^^^y. :x.y'/'^}V^>^i,Xfi3yr^)\^i^>. BMS- 
1 8 4 6 9 8. 3 - (2'- h 7 5 -1, l*-Vf-7i>-4 

^■^;V-5, 7 -v>-^>'^- 2 -j:-^>'V-3 H--f ^ [4, 5-b 
] H'VvV. BAY 1 0 6 7 3 4. BIBR363. CL329167. E41 

7 7. EMD 7 3495. HN 65021. HR720. HOE720. LRB 
081. SC52458. SL910102. UP2696> YM358. EM 
D66397.ME 3221. TAK536. CGP42112A. CGP49 

8 7 0. CP148130. E4188. EMD 66684. EXP9954. 
FR1153332. GA0050. KT3579> LF70156. LRBO 
57. LY266099. LY301875. PD123177. PD1260 
55. SC51757. SC54629. U96849. UK77778.WA 
Y126227.WK 1260. WK1492.YH149 8 43J:tJ'YM3 1 

>^ ^;v^-9-;v^>'. d^y^)\^^y^ EXP- 
3 174. V9-9-;V^>. jili;^?-;1/j5^:/, V t?-9-;v3^ V. ^7 

\mim 1 3 ] ^^^.•ifimm.m'm^. ^m^^^. fm'&M^. 

[Ifm:^i4] ':fu:;x,^^yy-Jyimmi^^m^^^t-r^. u=.y- 
yyv^T-y^y >m<7)ia*tf^^-^t- j: ;i> o f R®TiJp^H^ffl«^ii5MiJo 

im^:^i5j '^uT.^v^yjyimmi^^m^^^tirh. u:=.y- 
ryz?t7-yi^y^(om^<^M^-^i^i^^iisi-^^^r^:=-y±^nmwm<om^ 
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[0 0 0 11 

2^|&B^^i^ W^^mor^^* fp^^i^l^lli-f^o 
[0 0 0 2] 
lt^5^<7)^i#l 

[0 0 0 31 

5^jflLii3 > h n - ;v ^ a 6<j i:: ^ u y^mnmM.mm<Dm-^'A^i^ ^ ^ t) tt-c 

[0 0 0 4] 
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[0 0 0 5] 
[0 0 0 61 

T'/':^:txVv>^gl^m (ACE) lcJ:o-rTVv^T->v>'l7!»^'b^^^tL 

X > >II<^^##i::{i A T 1 i: A T 2 O 2 mm<^-9- -fijm hiXX\^^:h i)^ 
[0 0 0 71 

ACE m«^Ji3 J: tj^T T- :^ yii^^m^^m^t^ i&^^r^^^esmi' 

Am J Med 1995 Nov;99 (5) : 497-504. Diabetologia 1996 May:39(5) :587-93^ N E 
ngl J Med 2001 Sep 20 ; 345 ( 12) : 861-9. J Hypertens 1993 Sep;ll(9) :969-75) 

jfev^Wf^Mf^ffl^SrW-^^o i:#x. t> tL-c*5 19 . fzt^\t^ 

^\Z^m\^XmL'^^'^f^i^<^^^*^^^'^^'^^^^ Engl J Med 2001 Sep 20 
:345(12):851-60) o Z,(Dfzibm^^^mM'&.^^M.m\z^^^X\t. jfiLffi^^IE'tlB 

ffl-e^oT^>. ACE mmn^^ ry^^-^y-y ~> > ii^^^^^ma^Ju < ffi ib tt 
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[0 0 0 81 

t f ^ V - > - T > V ^ r- V > m^Stj^SlJ <^ > i5 It ^ffl SSI^ I- ^ 

v^TlS < $ tLT ^ i: o -C J: v^o 
[0 0 0 9] 

Lf>-L^j::fy^h. ACE IS^J^T > v ^ x > v >'II^##Jgtn:^<7:>^^mB^f 

:6s|E^$tt7to Lii-L^<D^):^^i&mmiti?'r^-l 6. l%-e*)ofc (N Engl J 
Med 2001 Sep 20 ; 345 (12) : 861-9) o tfz. ^<7)mi<7)mm^+^X-^j:\^-^ tit 

[0 0 10] 

yimm<DW^'^r)vx-. w,^y/-^i^^wr^'^^^t^m^^p'r\^>& (Amjp 

athol 1993 Feb;142(2):441-50) o tfz. :^ V:^^^M^W^^r)Vy y 

y (Kidney Int 1998 May ; 53 (5) : 1314-20) . J^m^ttW^m^ (Nephron 2002 
Dec;92(4) :788-96) (OB.^ ^^T^-^^o $ tCv* "/nx b*^ X 
b ^/ h V >- j: o L/illM^14W^ V h (J Hypertens Suppl 1993 

Dec;ii Suppl 5:S208-9) . )^wi^ii!>tm-tyv^Ai5xrm^>^'^^nm't. 

^Wm^n^^km-r^^t-^m^^^'^^^^ (Am J Hypertens 1993 Apr; 6 (4) 
:253-7) o L/6-L'&P>^^<=>> VfzXm^i^it. ^^^^(OfuT.^^'y-y'J 

[0 0 11] 

[*#f^^:i:ife 1 1 Am J Med 1995 Nov;99(5) :497-504 
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^-v': 10/ 



[$mWf1C^2] Diabetologia 1996 May;39(5) :587-93 

N Engl J Med 2001 Sep 20 ; 345 ( 12) : 861-9 
J Hypertens 1993 Sep; 11 (9) : 969-75 
[tmffXU^] N Engl J Med 2001 Sep 20 ; 345 (12) : 851-60 
[^mffXM6] N Engl J Med 2001 Sep 20 ; 345 (12) : 861-9 
[tmnicni] Am J Pathol 1993 Feb;142(2) :441-50 
8 1 Kidney Int 1998 May ; 53 (5) : 1314-20 
i$¥^Wf'XM. 9 1 Nephron 2002 Dec ; 92 (4) : 788-96 
W^nXMl 0] J Hypertens Suppl 1993 Dec; 11 Suppl 5:S208-9 
1 1 1 Am J Hypertens 1993 Apr; 6 (4) : 253-7 
[0 0 12] 

[0 0 131 
[0 0 14] 

, V ^ > - T > V ^ X > V yyh CO mmn wmB<Dx^m * fz i^^mim <on 

10 0 15] 
[0 0 16] 



ffiiE# 2004-3050096 



2003-131664 
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mw^m^m^^m^^^PGAm. pcBm. FGcm. pgd^. pge^ 

. PGFS. PGG^. PGH^> PGI0,> PGjS^c^^^tL. ^hiz^^, 

m'^mt(D^^izX':>x. .1, 2, 3m(D^y'^y^^-^m^fi^o tfzzfih 

^> J:{ftL (Na t u r e 2 6 8%6 8 8M1 9 7 6^#HB.) , S^itJ'&JfiL/h^ 
10 0 1 71 

[0 0 181 

uTs^"^^^^) ><7)#m6^1»^T-^ ^ y jiy - T- ^v^^^* > ^ -m 
-7aL^V^M«mL/c#|&=l:^i-'&*><^-eab«). #^¥2 - 1 2 2 2 6-^<2r 
#<2:¥2 - 5 7 5 4 8^^^> 1-5 3 6 7 2 ^<&#tl|5m$^-Cv^ 

^ o 

[0 0 191 

- t^^"^' ^ l-^' 4 , 8 - ^ > -m- 7 1/ 
vyuT.^'^^Vi^VI 2i^^'^^L.T. -IS^ (I) 
[0 0 2 01 




(I) 
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^-v^: 12/ 



[0 0 2 11 

(A) C00R2, cci-t?R2{±, 

1 ) ii^mtfz imM^^ t^^itxn ^ tL^ 1^ > ^ 

2) j^^l^i-1 2<7)itmT;v^;vt/ifij^^m3~i 4<^)^5-ii^t;v^;1' 

3) z-r3 . c:ci-ezti^.M^'^> S/cliC tH2 t-^^^^^^tt^^^^- 
iJ^ n t;v^;i- 1 R 4 1 ~ 3 ttfc^^^ 3-12 OS^v n T 

;vif-;i/-r'^ 19 . R 4 {*7K^t fzimm^ 1 - 5 <7)t;w^;V'. 

(CH2CH2O) nCHs. C:C-C% n{il~5<7)^^. 

2-euv;v. 3-tf';v^K 4-fe:Vv;v^ a-^';;^^ ^-71; 

-hn, vT/^ •7:i^y^v> p-T-fehT^F 

^:^XT^K. -CH = N-NH-C (=0) -NH2^ -NH-C (=0) - 
Ph> -NH-C (=0) -CH3^t<{±-NH-C (=0) -NH2'e*^ 

-CtH2tCOOR4, ^C-eC tH2 t> R ^ timifB^^i^l^ 

-ctH2tN (r4) 2- c:--ectH2 R^i^mm^m^^nc. 

-CH (r5) -c- (=0) -r6. c:ci-eR5(±7}c^syi:(i^>yM;v> R 

CpH2p-W-R7. Cd-e. WJ±-CH = CH-. - C H = C R 7 - 1 

-c = c--t?*»). R7{±7Km. j^#^i-3 0(^ii:M^>L<ii^i^T;v^;v4 

/^{i^^^l ~3 0<7)T^;W^^V^*')> p{il~5<^^^ 

10) -CH (CH2OR8) 2 > c--eR8i±>^*^i~3 0<oT;v^;vt 

(B) -CH2OH . 
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(C) -C (=0) N (R9) 2> 

em7i-;V (CiT-ttm*{i±fB (A) 5) (Dm^t^m 

mi~i 0<7>r;v^;i/. j^#m3~i 20vi5'nT;v^;K -gm^o^ 
(C^-eS^*t±±IB (A) 5) co^^hlWja) > mm-l2<Dr'7)l^ 
^)V^:mt>L. 2oOR9li|^--e^^^oTV^T^iv^7&^ -::^;6^^- S O 2 R 
1 0^^:b-r^'^t±^&<^R^{*-SO2R 1 0-r*{±^rv^'i)<?)i:1-^. */i{i> 
(D) -CH2OTHP (THPti-r b^li Kne'7--'V*) T-^*). 
Ali> 

- (CH2) m-> 
-CH = CH-CH2-> 
-CH 2 -CH = CH-. 

-CH 2-0-CH 2 -> 
-CH = CH-> 
-0-CH2-t/c:li 

Bit. -x-c(Rii) (Ri 2) oRi 3. c;i-e. Rl ItiTlc^^Tt 
^me-l 50Tn^;v. r b ^ t Fa tf 7- Yy^Vuyv:=.)V. 1- 

-CH2-CH2-> 

-CH = CH-> tfzii 

R 1 2 (i, 

^^^1-1 2oiI^t;v^;k ^^^3~i 4<7)^ii^t;v^^k 
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-Z-Ar2 ^ICl-C'ZtiltffB^^t^I^C. Ar 2(i-7:ii-;K a-i-y^)^. 

p-^y^ji,^ tfz\t{}?^tj:<tii\m<r>mm. y^n^ ^"^^^ 

:tn^f-;v. ^#mi ~4<7)T;^^;K -hn, vr^. ^h^v^ 7i^;v*) 
L < {± 7 i / ^ V L 7 ai - ;K 

-C tH2 t ORl 4, ;iCl-CC tH2 t tilB^IB^^ 1^:11 C> R1 4{iR#^l 

(Dim. y^ym. ^^m. b^;-7;v^n^f-;K R«^i~4(^r;v^;v 

i.^n^>^;v. i^'^u^^'y)^^. tfz\t^ j^^mi~4<oii:iir;v^;K^l~ 
-CtH2 t-CH=C (Rl 5) Rl 6 , ivl-eCtH2 t {iButBa^l^l^ 
6) -CuH2 u-C = C-R 1 7, z,:lX- - 1 (Dm^X^M . CuH 

^l^^^^,ji_ORi 8, c:;i-eRi 8(±R^mi~i 2(7)rv;K 

[0 0 2 2] 
Rl|i, C00R2, 

1) - (CH2) m- 

2) -CH2-CH = CH- 

mtiE# 2004-3050096 
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Bii. -X-C (Rl 1) (Rl2) 0Rl3 
^Cl-e. R 1 1. R 1 3{i7jc^-e^>0. Xti. 

1) -CH = CH- 

2) -C = C-T'abl9. 
R 1 2 

1) -Z-A r 2 

r)i^^uyx-^^. t»ii~6<?)^m^^t^ Ar 2{i7i^;w a— f'7^;v 

2) -Z-R3 

3) -CuH2u-C=C-Rl 7 
CC:-Cu{il~70^^T'2bl9, CuH2 u ^-t*^"^"^^^^ 

[0 0 2 31 

[0 0 2 4] 
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[its] 




HO 



[0 0 2 5] 
[0 0 2 6] 

<2r^-e^i5. 'BF!lx.{f£i#^¥l -5 3 6 7 2-t^^t^fBm$ ttTV^^^^o:^^!? 
10 0 2 7] 

[0 0 2 8] 

-(u'fu:^uY (iloprost) > ji.i^T'nj^x^ > V A (epoprost 
enol sodium) , f3 ^ > (carbacycin) . '>*-/n;^h (cicaprost) 
, jiy^yn^J.h (eptaprost) . T^zfv^V (ataprost) . ->"7'nx-r> (c 
iprostene) ^ ^-fuxy^-y (taprostene) , ^V>'7'n;;?>h (clinprost) . 
U-f^y^V (nileprost) . •^^'^-'/nj^^x > (naxaprostene) ^ hVi/nX"^ 
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=.)V (treprostinil) > H'^^V^nXh (pimilprost) , CS-5 7 0 mB<D 
ifm2 0 0 3^4^ 2 4 0) . TY- 1 1 2 2 3 (§gBOff^ 2 0 0 3^4 ^ 2 
40) , . TTC 9 0 9 (§g0<7>if^2 0 0 3^4^ 2 4 0) > OP-2 5 0 7 
(ig0Oif^2 0 0 3^4.3 2 4 0) o 
[0 0 2 9] 

KP-10614. CH- 5084. SC-43350. RS-93427. U 
-68215> RO- 23-6416. CH-169. TEI-9063. AF 
p_0 7, ^y{xi-fuy^Y^ CS570,M- 19791, Hoe892. R- 
59274^ CG4203o 
[0 0 3 0] 

tfc. (1 6S) -1 S-T'^t^v-l 6-t:FD^v-l 6-^^^v-9 ( 
O) -^i5r7-A6(9a)--/nx^iJ^7>v^>Il> 9 (O) -^i5^y-A6(9a 

)--fi27.^^yyvyii^^)\^^:^7-J^^ 17 (s) , 2 0-i^^^^v-9 ( 
O) -pt^j^y-AS (9 a) -•fu:^^^yyvyii ^^;vj.;^t-;v, mw^ 

8-245498-^^^tCiamo 1 5 ^ #il¥9-160320 

^IC|B«<^)1 5R-1 6-m-h';;v-l 7, 18, 19, 20— rby^-'V^ 

10 0 3 1] 

ihX\^>^. ^^^^y^l^)^ (samixogrel:?g0<^if^2 0 0 3^4^ 2 4 0) . 
BMY-4 2 2 3 9 (HJ 0 (7)if^ 2 0 0 3 ^ 4 B 2 4 0) . BMY-4 5 7 7 8 

(^B<0if^2 0 0 3^4^ 2 4 0) . ONO-130 1 (^0COifm2OO3 
^4B2 4 0) . ^hiZli. EP0542203. EP0548959. EPO 

578847. EP0558062. EP0581187. WO 9813356 
. #M 2000-191523. WO 02/088084. 3 2 4 5 8 6 

10 0 3 2] 

{jiiE# 2004-3050096 
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^--J : 18/ 



|5a«^5&^^^ ifhfi^^K #n A c E ia«^J*3 J: t;^^T > :t -r > V y ii^m^mtn. 

[0 0 3 31 
[0 0 3 4] 
[0 0 3 5] 

i:^^7'V;^ (enalapril maleate) , r^'t'f'))V (alacepril) . ry-f^) 
)V (delapril) . ^^-/U^V (ramipril) , 'iJ^VzfV}^ (captopril) > U v 
yy;;i^ (lisinopril) ^ ^-^-If T^V (benazepril hydrochloride) > 
•ifT'V;^ (libenzapril) . (quinaprilat) . ^ ^ r^/V ;V (imidap 

ril hydrochloride) . V7iy/';;v (zofenopril calcium) . ^^v/"/'; 
;v (fosinopril sodium) , v^"»f"/V;V (cilazapril) > T-'^iJ'f') (temoc 
april hydrochloride) > (spirapril hydrochloride) > V K 

(perindopril erbumine) > «=eJ.^ v-7'U ;V (moexipril hydrochloride 
) . h^VK^T'VJV (trandolapril) > (omapatrilat) . 

-t^:^7"l;;^ (ceronapril hydrate) ^ 4 K^yV^V (idrapril) . 
)V (mixanpril) > ^^JV^-f^) (moveltipril calcium) ^ V^f-yf^))^ ( 
rentiapril) ^ (utibapril) ^ ->:T-n;l/ (synecor) > ;^li97'V 

;V (spiraprilat) . -fT^'i^-ZU^V (zabicipril hydrochloride) > E-4 0 3 
0 (Drug Data Report, Vol.22. p510. 2000) . -fe^/T'U^V. r'^^'))V. 'f 
Yy-f'))V. -fV-y^)V (prentyl) . ^•7y';;V. -iJ-A/N'h 
>; 7 h (sampatrilat) ^J^^btf ^ tt-So 
[0 0 3 61 

itLib<?5d"^N 0t t< (enalapril maleate) ^ T-^-fe^'V 
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}V (alacepril) . 7"7'f^))V (delapril) . v^'f^))^ (ramipril) . iJ-^Y 

(captopril) . 'J'>/7^V;V (lisinopril) , ^'r^'f^))V (benazepri 
1 hydrochloride) . ^)^y^''f'))V (libenzapril) . ^^^'^-f^))V (utibapri 
1) , (synecor) . (spiraprilat) . ^y^'yf'))^^ (zab 

icipril hydrochloride) ^ ^i-':r^) (quinaprilat) > ^^^-/'J;!/ (imidap 
ril hydrochloride) . ^/Va^y/U^V (zofenopril calcium) ^ ^^i/y?''; 
}V (fosinopril sodium) . l^^^f^) )V (cilazapril) . y-eiJ-f^)}\^ (temoc 
april hydrochloride) . 7s\i^'f^))V (spirapril hydrochloride) . ^'J > K 
(perindopril erbumine) > -tn-f (ceronapril hydrate) ^ 
(moexipril hydrochloride) ^ b^vK^T^'J-'V (trandolapril) 
^YyZf^))V (idrapril) > ^^-^/a" h 'j V h (omapatrilat) . -9-A/N*hV9 
b (sampatrilat) i)m\'^hi\^ho 
[0 0 3 7] 

[0 0 3 81 
[0 0 3 9] 

-f^ v^-c^^^^f- m-e^> iv*:6^ ^^y^ mo^fb-^i^T^^t lv^o 

^,&s#lcC:tLf>tc|5a^$tL;i) 'b<^'e{±'5^^'o n-9-;V^V (losartan) . 

jiT^n-iJ-^V^V (eprosartan) , :^yr^}^^^y vV'^-t-f-^^ (candesartan c 
ilexetil) ^ /N';V-«?-;Vt5' (valsartan) > 7-}V^^)V^> (telmisartan) > ^ 
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(irbesartan ) . ^y^jU^y (tasosartan) . 
(olmesartan medoxomil) ^ EXP-3174 (Drug Data Report, Vol.14, p3 
96. 1992) , V^'^JV^y (zolasartan) . -9- -"J-JV^ > (saprisartan pota 
ssium) . (el isartan potassium) > ';tr-9-;v^>' (ripisartan) 

. ^yT'^)\^^> (miifasartan) . y^y^JV^y (forasartan) . oi-^^r-^- 
)\^^y (embusartan) . BMS-184698 (Drug Data Report, Vol.16, p4 
49, 1994) . 3- (2'- (x b ^ V;!'- 5 - 'f ;V) -1. l'-lf7i>-4- 

ji^}V-5, 7--y^-^;V-2-j:.^;V-3H-^ ^ rv* [4, 5-b] 
\^V-yy. BAY 1 0 6 7 3 4 (Drug Data Report, Vol.18. p518, 1996) > B 
I B R 3 6 3 (Drug Data Report, Vol. 18, pl39, 1996) , CL329167 ( 
Drug Data Report, Vol.16, p728, 1994) , E 4 1 7 7 (Drug Data Report, Vo 
1.14, p981. 1992) . EMD 73495. HN65021 (Drug Data Report. 
Vol.16, p914. 1994) . HR 7 2 0 (Drug Data Report. Vol.17. pl47, 1995) 
. HOE720> LRB081 (Drug Data Report, Vol.16, pl002. 1994) . 

5 C 5 2 4 5 8 (Drug Data Report, Vol.15, p632, 1993) . SL910102 
> UP2 6 9 6 (Drug Data Report, Vol.16, pl004. 1994) . YM3 5 8 (Dru 
g Data Report. Vol.15, p533. 1993) , EMD 66397. ME 3221 (Dru 
g Data Report, Vol.16, p636, 1994) . TAK5 3 6 (Drug Data Report, Vol 
.17, p435, 1995) . CGP 4 2 1 1 2 A (Drug Data Report, Vol.12, p794, 1 
990) . CGP49870. CP14813 0. E4188. EMD 6 6 6 8 4 

. EXP9954. FRl 1 53332. GA0050. KT3579 (Drug D 
ata Report, Vol. 15, p631, 1993) . LF70156/lRB057 (Drug Dat 
a Report, Vol.15, p922, 1993) . LY26609 9. LY301875 (Drug 
Data Report, Vol.16, p538, 1994) . PD 1 2 3 1 7 7 (Drug Data Report, 
Vol.13. pl23, 1994) . PD 1 2 6 0 5 5 (Drug Data Report. Vol.16, p543. 
1994) . S C 5 1 7 5 7 (Drug Data Report, Vol.16, p453, 1994) . S C 5 4 

6 2 9 (Drug Data Report. Vol.16, p542. 1994) . U96849. UK777 

7 8. WAY 1 2 6 2 2 7 (Drug Data Report. Vol.15, pl024, 1993) . WK 
1 2 6 0 (Drug Data Report, Vol.15, p635, 1993) . WK 1 4 9 2. YH 1 
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4 9 SiSXV^YMS 1 4 7 2 (Drug Data Report. Vol. 15. pl024. 1993) isi 
[0 0 4 01 

Z.<Oo-^^ nHf;l/^> (losartan) . a^-fu^y^^^y (eprosartan) . ij^/T 
vP^-fe-^;!/ (candesartan cilexetil) , > (valsartan 

) > •T)i'^'f}U^ y (telmisartan) ^ ^ v (irbesartan ) ^ 9 

(tasosartan) ^ :^-;W>>« > (olmesartan medoxomil) ^ EXP -3 
17 4. (zolasartan) . •^':f')-^)l'^> (saprisartan potass iu 

m) ^ j:.^) y (el isartan potassium) . (ripisartan) . 5 

"7 T -9- ;^ ^ > (mi If asartan) ^ y iry^)V9y (f orasartan) ^ -/-^ )V ^ 
y (embusartan) . *5 J: 1/^^*1 ibOft^^-atf^ {iJ y y tj: }f) ^ifi^^ 

tL<Mv^f,tt^o "^hK^ W^yv^y (Losartan) > a^T^n-^-;!/^ > (Eprosa 
rtan) , ijyy'-^yi^^y (Candesartan ci lexeti 1) . J^yV'^yV^ 

y (Valsartan) . y-yv^'^yvif y (Telmisartan) . -i y (Irbesart 

an) . ^y^Jly^y (Tasosartan) > :^ )]/ jl^ ^ y (Olmesartan medoxomil 

[0 0 4 1 J 

1.0 0 4 2 1 

$?>tc, i'^y~Typ:ty'y->y^m^MiiLx^ ^-^-^mmmt^^ifh 

fi^o ^v--fe*(i-feV ^T'n-rT— iS-e^f), AC E i t ^) tCT>'S^^7^ 
> > 1 75> f> #JEf^ffl ^m-t :hTyV^7-yi/y Il'^^^f ^ f^ffl ^^-ofzib^ 

'^-■^mmntLx^ 3- (2-:^■7f-;^*;^s^•^;^) -5- [2- [5- [ [ 
{l-yx.=.)V-i, 2, 3, 4-xh7V';;v) -s-^f-jf] ] y^) 

fl^j^^Vry] -1, 3-f-TVVv>-2, 4-i^^y, 3- (4-:^nn^ 
y'^y:^)i^y - i- (4-^nn7a^^ ;i/) ^ 2, 4 
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-v^:^>, 3- ^^^^^ 
-l_7i-;V-^5i5^y';v^V-2. 4-'Jt>. 7- [6- {6-\£:^^^ 
;l/T^y?!;7'n-f;v)T5y:^;'/n^;v]T^y-4-i^nn-3-(2-7i- 

)V:x.Y^i^) y^-^^ym^mf^^t-^^-C-^. #^2 0 0 0-9 

5770> WO 98/09949. WO 9 3-25574. USP 53068 
2 4. WO 9 6-4 2 4 8 lCfBm$^TV^-i>o 
[0 0 4 31 

r-^ T > V? f - > V II i::^^ ^fL^fzib, mm^ t±iiiiflLm<^r&0 t^ffl 

Vy (aliskiren) 'BL0V\^Vy (remikiren) > (2S, 3 R, 4 S) 

-2- ( (2R) -2- (1- (4-*;V'-^'J^;V:*-'^'K-->V) ^^;v-N- ( 

^ y _ 1 _v^n^^v;v-3, 4-^1^ Kn^v- 6 >^<^# 
gg3p5_3 2 6 0 2\z%^W^^^X\^^\t'^^ifi^Vfh^^o 
[0 0 4 4] 

1-^2 m>X±.(^ v r. > - T > v^' ^ T- > >^P1W^J =i:a<J^'^'b-^r ffl ;i) C ^> 
[0 0 4 5] 

# ACE ia#^J i: T >- V ^ T- > V > II^^'f^JStfL^J |SI^ b fz 

^^\z^m.^.<r>ms^^^^^'-n^\^'>^^ - ^^"'^^^^"^^'^ ^ (WO 9 

7/0 2 0 3 2) , 2f:||?g<^-/n;?.^j>'^ Vv>l2MS#^^ ACEPlW^ji: 
r >v^5}-T->v>II^##JSi^^<^W^^^ffl t/iiiic$ P>t3^-¥-r^C i: lei 
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[0 0 4 6] 

,%^^ia^^^^Wife. tt^im^^^®tt'^^> .%ttW:^^:feimt14 

[0 0 4 71 
[0 0 4 81 

:$imM(Om^l,±. ^<7)M.«tg<7):ft^>m^^*g^-e*>^GFR (glomerular f 
iltration rate : ^i^i^^itit*) ^1l^mtLfzt^\.zMi>mm^^mh^:h^t^^ 

[0 0 4 91 
[0 0 5 01 
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[0 0 5 1] 

[0 0 5 2] 
[0 0 5 3] 

(#m5 0kg) tc^p^^i--?)^^. mm^^^^-^^^'c^^. -e^ynK^ 

yi^tfc{i^OJ^=S:a#liiI» (a^tll#^) iiLTO. 0 1 ~ 1 0 0 0 m g 
. L<{±0. 1-1 0 0ing-r'*)«). ^OS^rl B lllI~3lli^-^i-^<^56^ 

at tv^o 

[0 0 5 41 

) -e^Aic^tro. 0 1 ~5 0 0 0 ;c^gSJS£-e2b»)> «ft L< (±0. i~5 0 

0 A*g'^?^*T''^'i^ <> -^^^ 1 0 l~3lll®J^^^-^-r^<^Wi tv^o 
[0 0 5 5] 

I^j^^j, mk\f:. Wi^m. *"'je^;vtfn'; ^B^a-t^vn-;^^ 
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[0 0 5 6] 

^ o 

[0 0 5 7] 

[0 0 5 8] 
[0 0 5 91 

:^^m<oi9i-^^mti.xit. ^mMm^mmx^^^K M.i^m\,zimn^^<D 
m^. mu mu mmu mmk mu vn^yT^j. % 

[0 0 6 0] 

tfz. :^mimm^WLm<7>j^'t^wm\imK^-^Lxi>$i<. tfzm<DmM. m 

[0 0 6 1] 
[0 0 6 2] 
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yV^^i^m.m (NTS. 10^#f^> 3mL/kg) ^^-^LT^^'^^i^ 
=&SIIIL^Co 2iimi'$^m. m%^f'&V^ JflLYti^ VT^^V-fiS 

=^ftHmT<7)6^Hi&tJ^^'9^lt. mtJS-^^^^&b^^o ^OH#,^.-ei!tirifiL7t 

W=^tg<^iFfifi JfiLYt ^J' V T ^ - > i o ytio 

1 ) Controls^: mm(D^^^. n = 6 

2) BPS 1 0 0 (Jt»J3^^) m: ^^ynxh-^hVi^A 1 0 0/. g/k 
g (BID). n = 6 

3) BPS 3 0 0 (ittmAmm) ^-.^y-fuj^^Vi-hV^^S O O g/k 
g (BID). n = 6 

4) ^yr'^jv^yi 0 (jr^^js^^) : :^>7"-if;Vi5^> • vi^^'>-fe>'H 

Omg/kg (OAD) . n = 6 

5) :fyyr'f)i^^>3 0 (jfcgt«?!J6^i^) ^: *>'7'-9-;v^>' • ~>v^v-fe;v3 

Omg/k g (OAD) . n = 6 

6) BPS 1 0 o+^VT'-^-^v^^i 0 m'kmstitm.m^m. ^^^) ^ 

^^>^n;^ h^^hU-i^-M 0 O/z g/k g (BID) +:^; >T'-9-;Vi5' > • vV^ 
-fe^;V • lOmg/kg (OAD) . n = 7 
[0 0 6 31 



1 lw^i"o 
[0 0 6 4] 

E 1 li^-r J: "5 OPSIOO^. >'7"-i?->'V^' >10^"e<^W3^om^T^*'J^*iico 
-ettW<^il^J<^ffl^*ii^t-C'i> (:^V7'-9-;Vi5^> 30S^> :i3 J: OTS300 
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m -?-<7)W■lt#^i^f^^J^^ti^ BPSioo+*>f*-9-;v^>ioi^i:J^^"^il^^^^- 

o 

[0 0 6 5] 

[0 0 6 6] 

[0 0 6 7] 
[|&^0^»] 

[mi] 
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[mil 




1 1 "t 1 ' 1 « 1 ' I 

0 10 20 30 40 50 
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1/E 



m^^M o V - V - T > :t 7" > V > m<?5 ^ W^B<^ 

iM^^mi m 1 
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l/E 



S^m 2003-131664 
50300770576 

m^um±f^ 0 0 9 4 

^^15# 5^120 
l^mHl ¥^5^ 5^ 9B 
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m m A 



ft m 



[000003159] 
2002^10^250 



mMSff^iH:B*^^Hr2TB 2#i# 



aiiE#-^ miE#2 0 0 4 - 3 0 5 0 0 9 6 



